INFLAMMATORY VASCULOPATHY IN COLLAGEN ANTIBODY-INDUCED ARTHRITIS (CAIA)
Background: Rheumatoid arthritis (RA) is associated with vascular disease (1). Recent findings demonstrated that the risk of peripheral arterial occlusive disease is increased in patients with RA compared to the general population (2). However, the pathogenesis is not fully understood. High-mobility group box-1 (HMGB1) is a nuclear protein involved in inflammatory responses (3) and RA-like synovitis (4). Objectives: Aim of the present study was to analyze the relationship between HMGB1 and peripheral arterial disease in collagen antibody-induced arthritis (CAIA). Methods: BALB/c mice were injected with monoclonal anti-collagen antibody cocktail followed by lipopolysaccharide to induce arthritis. After the induction of arthritis, we studied ischemia-induced neovascularization in the ischemic hind limb of arthritic and control mice. Results: We found that the perfusion recovery was significantly attenuated arthritic mice, compared to control mice. The immunohistochemical analysis for the CD31 demonstrated a reduced number of vessel in mice with experimental arthritis. The selective blockade of HMGB1 in arthritic mice resulted in restored blood flow recovery and capillary density in the ischemic muscle. Cytokine enzyme-linked immunosorbent assay (ELISA) analyses performed on peripheral blood demonstrated a significant reduction of interleukin (IL)-1β, IL-6 and tumor necrosis factor (TNF)-α in mice where HMGB1 was blocked. Interestingly, the selective blockade of HMGB1 resulted in an increase of the peripheral IL-17A concentration. Conclusions: HMGB1 pathway is involved in an experimental vasculopathy induced in a RA-like model. The proangiogenic cytokine IL-17A is increased when HMGB1 is inhibited. Although further data are needed, these findings provide new evidence regarding the pathogenesis of vascular complications observed in patients with RA. Background: Known role of SC in the pathogenesis of RA. It is impossible, however, at this level of knowledge to ascertain all the mechanisms for their involvement in the pathological process. Reduced tissue antioxidant protection can affect cellular metabolism, and as might be expected, through the mechanism of autophagy inducing mitochondrial and lysosomal degradation, facilitating cell membrane depolarization. Objectives: The aim of this work was to study the electrophoretic mobility (EM) of SC of RA patients and its relationship with the activity of antioxidant enzymes: Cu-Zn superoxidismutase (Cu-Zn SOD), Se-glutathione peroxidase (Se-GPO) and catalase (the CAT) in synovial fluid (SF). Methods: SF has been obtained from the knee of 7 patients with RA and 5 donors. SC isolated by standard methods. EM of SC determined by the automatic microscope. Se level in SF recorded by atomic absorption spectrometry. The activity of the antioxidant enzymes was determined by classical methods of enzymology. Results: A significant depolarization of the RA SC, resulting in a reduction of their EM as compared to the normal level of the average in 4 times. Activity of antioxidant enzymes is dramatically reduced by a significant decrease of Se concentrations in SF (150 μg/l normally up to 80 μ g/l in RA), which is particularly reflected in the activity of Se GPO (note that SF can be up to 100 Se-containing proteins). 
